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RFMARKS 

Amendment? to the Specification 

The specification has been amended to indicate that the parent application, 09/852,967, is 

now abandoned. No new matter has been added. 

Amendmen t tn the Claims 

The Claims have been amended to recite "bipolar disorder" rather than "neuropsychtatnc 
disorder." The Claims have also been amended to reeite "two or more" instead of "one or more" 
nucleotide positions in the dopamine beta-hydroxylase gene. The Claims have also been 
amended to reeite individuals who are symptomatic and/or a. risk for development of btpolar 
disorder New Claims 28-40 have been added. Support for Claims 28-36 can be found 
throughout the Specification, for example, at page 9, Hues 3-22. Support for Claims 37-40 can 
be found throughout the Specification, for example, a. page 9, lines 3-22 and Figure 2. No new 
matter has been added. 

p.j ^nnnfClaim ^-^TT.He.r^U.Sr 8117 First Paragraph 

Claims 1 to 14 are rejected under 35 U.S.C. § 1 12, first paragraph. The Examiner states 
that while the specification is enabling for methods for determining whether an individual has an 
increased likelihood of having or developing bipolar disorder, it does not reasonably enable any 
person skilled in the art to which it pertains to use the invention to diagnose any neuropsychiatry 
disorder. Claims 4, 5, 9, 13 and 14 have been canceled. The remaining claims have been 
amended to recite "bipolar disorder" rather than a "neuropsychiatry disorder." 

The Examiner also states that the specification does not provide any information on the 
transmission of each of the alleles individually to affected offspring or on the transmission of 2 
alleles to offspring; instead, the Examiner contends the specification only provides informal 
on the transmission of the full haplotype of 3 polymorphisms. Applicants respectfully direct the 
Examiner to Figure 2 of the application, which provides transmisston/association data for each of 
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Lv .he Examiner states that ft. specification does no. provide any mfomtadon on 
i, ota p P n nBH*304S and clinical phenotypes. 

' SUSe , , ' ' 4 . 558 . 565) Thns,ureexperimen tol findingsdemons tt a.mgan 

-.adonbetweenaparr^DB™ ^ rf ^ fcquenc , Notwit Ks»din g 
unpredictability in the art resulting from the heterogene y 

risk for the development of bipolar disorder 
Accordingly^^^ 

According y, Reconsideration and withdrawal of the 

submitted that the invention as claimed is fully enabled, k 

rejection are respectfully requested. 
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m , |j , afOMM ' Li * 7 .0. U. and 13UnderU^1103Ia) 

Cairns 1. 2, 4, 6, 7, 10, 11 and 13 are rejected under U.S.C. § 103(a) as berng 
nnpatentab.eover CubeUs (Mo.ecu.ar Psychiatry (January 2M 0,5^3;n^ — 
^.halCubeUa.eaehesn.e.hodsforde.ee.ing.hepr.enceofDBHWandDBH -de, 

aHe.es which are associated with the occurrence of paranoia in cocaine-dependent subjects. Th. 
E^inerreasonsitwouldhavebeenohviousrooneofordinarysHninlhearratrhe^eof 

invention ,„ use the method of CubeUs to detect DBH-444A and DBH*5- de, alleles for the 
diagnosis of cocaine-induced paranoia in order to rapidly identify cocaine-dependen, tn tvtduaU 
susceptible to the deve,optnen, of psychotic syntp.otu, The Examiner notes tbatthe Catnts are 
inclusive of methods to detect DBH-444A together with another a,le,e and of methods that 
diagnose an increased IWibood of having any neuropsychiatry disorder, inc.uding addtcttve 
disorders, which encompass cocaine-dependent paranoia. 

Applicants note that the claims have been amended to recite "bipolar disorder rather 
than neuropsychiatry disorder. CubeUs does no. contain any teaching or suggestion re.ated to an 
nation with one of.be disclosed polymorphisms and bipo.ar disorder. Reconsideration and 
withdrawal of die rejection are respectfully requested. 

rnNO .I1SION 

ta view of the above amendments and remarks, it is believed .ha. all c.aints are in 
condition for aHowance, and it is respectfully requested ma, the app.ication be passed to issue, 
the Examiner feels tha. a telephone conference would expedite prosecution of this case, the 
Examiner is invited to call the undersigned. 

Respectfully submitted, 

LisaM.Treannie 
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